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< — 

SUMM . . . Pharmacol, 216, 379-383, 1992). This is further 

substantiated by the observation that the upregulation of 
iNOS can 

be reduced by ***anti*** - *** inflammatory*** 
cytokines such 

as IL-4, IL-8, IL-10, ***TGF*** ***beta*** 

-2, and 

-3, and macrophage deactivating factor (Nussler and 
Billiar, 1993, 

supra). COX-2 is induced in a number of ceil. . . (Lin 

et al,, 

J. Biol. Chem. 264:17379-17383, 1989), IL-1 (Raz et al., 

Proc. 

Natl. Acad. Sci. USA 86:1657-1661, 1989) and ***tgF*** 

***beta*** . (Bailey and Verma, Anal. Biochem. 196:11-18, 

PGE.sub.2 inhibits the production of cyto)£ines (Ferreri et 

Biol. Chem. 267:9443-9449,. 

LI 4 ANSWER 2 OF 15 USPATFULL 
PI US 5747532 980505 

< — 
DETD 
protein, 

polymyxin B, and the likB) , inhibition of cytokine 
synthesis/release (e.g., employing phosphodiesterase 
inhibitors, 

IL-4, IL-10, IL-13, ***TGF*** -. ***beta*** 
corticosteroids, and the like) , anti-cytokine therapy 

(e.g., 

employing antibodies to TNF, soluble TNF receptors, IL-1 
receptor 

antagonists, antibodies to IL-1. 
inhibition 

of nitric oxide synthase enzymes (e.g., employing 
N-methyl-L-arginine, . epsilon.-N-iminoethyl-L-lysine, 
aminoguanidine, S-methyl isothiourea sulfate, and the 

like} , 

*** immunosuppression*** (e.g., eii¥»loying agents such as 
cyclosporin A, 0KT3, FK506, and the like), diabetic 
therapy (e.g., 

employing agents such as free. 



-1, 



1991) . 



protein, bactericidal/permeability increasing 



and the like) , 
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<-- 

DETD . . . profound changes in tumor behavior were 
accompanied by 

alterations in the expression of genes implicated in 

growth 

^ control, angiogenesis, and ***immunosuppression*** 

TGF. alpha., HbF, and ***tgf*** ***beta*** .2). 

DETD . . . athymic mice. Molecular analysis of brain and 

hormone-refractory prostate cancer cells revealed marked 

decline 

in the production and secretion of ***tgF* 
***beta*** 

a protein implicated in growth control, angiogenesis, and 
***immunosuppression*** . Treated prostatic cells 
exhibited 

decreased proteolytic activity mediated by 
urokinase-plasminogen 

activator, a molecular marker of disease progression in 

man. 

DETD The malignant prostatic cell lines exhibit numerous 
abnormalities 

in gene expression, including increased production of 
autocrine 

tumor growth factor- .beta. ( ***tgF*** -. ♦**beta*** 

.) and 

elevated activity of urokinase plasminogen activator 

(uPA) . 

Members of the ***tgF*** -. ***beta*** . family have 
been ' 
in^iicated in tumor growth control, angiogenesis, and 
*♦* immunosuppression* . uPA, in contrast, is a serine 
protease 

involved in degradation of extracellular stroma and basal 



structures, with the potential to facilitate tumor 
invasion and 

effect °^ interest, therefore, to examine the 

of NaPA on ***TGF*** -. ***beta*** . and uPa 
expression in 

the prostatic tumor cells. Northern blot analysis of PC3 

h treatment revealed a decrease in ***tgf*** 
***beta*** .2 

mRKA levels; the effect was specific for ***tgf*** -. 
***beta*** .2 as there was no change in the expression of 
_ .-* *T<3F* **- -***beta**^ . l~The^decrease Th ' totgF* **" 

***beta*** .2 was accompanied by approximately a twofold 
increase ^ 

in the levels of HLA-A3 mRNA, as previously observed in 

treated 

human leukemic. 
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DETD . . . profound changes in tumor behavior were 
accompanied by 

alterations in the expression of genes implicated in 

growth 

control, angiogenesis, and *** immunosuppression* * * 

(e.g. , 

TGF. alpha., HbF, and ***TGF*** -. ***beta*** .2). 
DETD . . . athymic mice. Molecular analysis of brain and 

hormone-refractory prostate cancer cells revealed marked 

decline 

in the production and secretion of ***tqp*** 
***beta*** ., 

a protein implicated in growth control, angiogenesis, and 
***immunosuppression*** . Treated prostatic cells 
exhibited 

decreased proteolytic activity mediated by 
urokinase-plasminogen 

activator, a molecular marker of disease progression in 

man . 

DETD The malignant prostatic cell lines exhibit numerous 
abnormalities 

in gene expression, including increased production of 
autocrine 

tumor growth factor- .beta. ( ***tGF*** -. ***beta*** 

. } and 

(uPA) activity of urokinase plasminogen activator 

Members of the ***tgf*** -. ***beta*** . family have 

been 

implicated in tumor growth control, angiogenesis, and 
***immunosuppression*** , uPA, in contrast, is a serine 
protease 

involved in degradation of extracellular stroma and basal 

lamina 

structures, with the potential to facilitate tumor 
invasion and 

metastasis. It was of interest, therefore, to examine the 

effect 

of NaPA on ***tgF*** -. ***beta*** . and uPa 
expression in 

after 72^^ PJ^ostatic tumor cells. Northern blot analysis of PC3 

h treatment revealed a decrease in ***tgf*** 
***beta*** .2 

mRNA levels; the effect was specific for **+tgf*** -, 

there was no change in the expressionof 
***TGF*** -. ***beta*** .1. The decrease in ***tgf*** 

***beta*** .2 was accompanied by approximately a twofold 
increase 

in the levels of HLA-A3 mRNA, as previously observed in 

treated 

human leukemic. 
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DETD . . . profound changes in tumor behavior were 
accompanied by 

alterations in the expression of genes implicated in 

growth 

^ control, angiogenesis, and ***immunosuppression*** 

TGF. alpha., HbF, and ***tgf*** ***beta*** .2) 

°ETD , . . athymic mice. Molecular analysis of brain'and 

hormone-refractory prostate cancer cells revealed marked 

decline 

in the production and secretion of 
***beta*** ., 

a protein implicated in growth control, angiogenesis, and 
*** immunosuppression*** . Treated prostatic cells 
exhibited 

decreased proteolytic activity mediated by 
urokinase-plasminogen 

activator, a molecular marker of disease progression in 

man . 

DETD The malignant prostatic ceil lines exhibit numerous 
abnormalities 

in gene expression, including increased production of 
autocrine 

tumor growth factor- .beta, ( ***'rGF*** ♦**beta*** 

. ) and 

(UPA) ^^^^^^^^"^ activity of urokinase plasminogen activator 

Members of the ***tgf*** -. ***beta*** . family have 

been 

in^licated in tumor growth control, angiogenesis, and 
***immunosuppression*** . uPA, in contrast, is a serine 
protease 

involved in degradation of extracellular stroma and basal 

lamina 

structures, with the potential to facilitate tumor 
invasion and 

metastasis. It was of interest, therefore, to examine the 

effect 

of NaPA on ***TGF*** -. ***beta*** . and uPa 
expression in 

the prostatic tumor cells. Northern blot analysis of PC3 



are involved in various diseases and 



after 72 

h treatment revealed a decrease in **»i^p*** _ 
• * *beta* * * . 2 

ciRNA levels; the effect was specific for •**tgf*** - 

change in the expression *of 
TGF -. ***beta*** .1. The decrease in ***tgf*** 

*^ accompanied by approximately a twofold 

treated^" levels of HLA-A3 mRNA, as previously observed in 

human leukemic. 

- - tXA^ 'ANSWER 6^0F IS "USPATFULL " " " " 

PI US 5693610 971202 

< — 

SUMM ***Transforming*** ***qrowth*** *** factor*** - 

***beta*** . t ***TGF*** ***beta*** ) and 

gj.(,^,,.jj platelet-derived growth factor (PDGF) belong to such a 

a factor^''''"''" ***beta*** . was first found as 

been ^° Promote growth of a rat fibroblast. Thereafter, it has 
of a 10^°""** ^^^^^ *-TGF*** ***beta*** . inhibits growth 

of cells, strongly suppresses immunological activity, and 
increases extracellular matrix. It is suggested that the 
overproduction and/or abnormal metabolism of ***tgf*** 

***beta* 

symptoms of 

fibroid* ^ cancer patient or the like, 

or the fiepatic fibrosis, glomerulonephritis, scleroderma, 

like. Further, PDGF acts on. . 

LI 4 ANSWER 7 OF 15 USPATFULL 
PI US 5693607 971202 
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p?otein^^^^ invention relates to the fields of drug therapy and 
synthesis, A soluble ***tgf**+ _ ***heta*** 

binding 

by an fragment is used to treat conditions characterized 

excess of ***tgf*** ***beta*** including 

tibroproliferation and ***immunosuppression*** . The 

binding^"^^"*^^°" relates to recombinant expression of the 

QriMM fragment in prokaryotic and eukaryotic cells. 

SUMM There have been several attempts to suppress the effects 

antibod^*''''''*** -*beta*** . excess by administering 

which is specific for ***tgf*** - ***beta*** in a 
pending ' " ^ 

now U g^^^®"^ application Ser. No. 759,109, filed Sep. 6, 1991, 

Pat. No. 5,571,714 also assigned to Celtrix 
Pharmaceuticals, Inc., 

monoclonal antibodies to ***tgf*** - ***beta*** 
were shown 

L/mol ^° ^^^^ affinity constants ranging from 1 . 6. times . 10 . sup. 7 

to 3 . 4 .times. 10. sup. 8 L/mol in a conroetitive 
radioimmunoassay 

test. These monoclonal antibodies were suggested for use 

treating tumor cells that produce ***tgF*** - 
***beta*** 

^^^'^^"^Jeract the *** immunosuppressive*** effects of 
treating *^^^*** "• ***beta*** .. Another proposed use was 

metastatic cancers. 
SUMM In another embodiment of the present invention, the method 

provides for administration of ***tgf*** -. ***beta"** 

receptor fragment in the condition of ***tgF*** - 
***beta*** 

. excess characterized by *** immunosuppression*** 
associated 

with an infectious disease. In a further embodiment, the 
***immunosuppression*** may be associated with 

trypanosomal 

infection or viral infections such as human 

virus **^'^^osuppre5sion*** virus, human T cell iymphotropic 

(HTLV-1), lymphocytic choriomeningitis virus and 
hepatitis . 

DRWD "A sufficient amount of ***tgf*** - ***bPfa*** 
.-binding 

f!*S£E?f.^^^^®"^" a^ herein refers to the amount of 

neutralizes'''^ " " ^^^P^^or fragment that 

the biologic activity of excess ***tgf*** 
***beta*** ..It 

may be determined by {1) suitable clinical variables of 
fibres 15°'^''°^^^"*^' pathologic evaluation of the effects on 

and/or * **immunosuppression*** or prevention of 
riDrosis, or 

(3) a direct inhibition of ***XGF*** - ***beta*** 
Sith a '^^^^ invention provides for administering ' to an individual 

medical condition associated with ***tgf*** - 
***beta*** 

excess a sufficient anwunt of ***tgf*** -. ***beta*** 
.-binding receptor fragment, such as s.beta.-RIl, to 
reduce excess 

The ***TGF*** ***beta*** , activity in the individual, 

all or *'*beta*** .-binding receptor fragment is 

feceptor which is capable of binding 
synthesiziJf " • - s .beta . -RII is made by 

the extracellular domain of the ***xQp*** 
***beta*** 



this receptor (.beta.-Rll) and developing a fragment of 

protein'^^"^*'"^" domain as a high affinity, soluble binding 

(s. beta. -RII) for ***tgf*** . ***beta*** This 
invention " ' 

where provides for delivering s. beta. -RII to a site 

disease' **^*'^"* ■ " excess, such as in 

states characterized by f ibroprolif eration and 

4nfectious-^^°^-^-— -^"-''-^-^^-^LS-^socAatedjwith^. _ 

disease. 

may^e ' ' " ^'^^^^-'^^^ fragments of the present invention 
overproSucUoS ""'"^ infections in which there is an 

of ***TGF*** ***beta*** . and 

* * * immunos uppr e s s ion * * * 

ExaB^les of viruses with which ***tgf*** ***beta*** 

hepatitK"f^ associated include, but are not limited to, 
(HIV), choriomeningitis, human immunodeficiency virus 

and human T. 

DRWD The s. beta. -RII of the present invention also may be used 

increase the efficacy of vaccines- Because ***tgf*** - 
beta ** . may cause ** 'immunosuppression*** , the 

administration of s. beta. -RII can counteract 
***bet caused by ***tgF**'* 

the increase the vaccine recipient's immune response to 

vaccine, s. beta. -RII should be particularly effective in 
adminisUrer'^^""^^""'^^*** patients. s.beta.^Rll may be 
nnwn 5^^°""^ concomitantly with the vaccine. 
diagnosis%f^ ^'^^ history may reveal facts which support a 

fibroproliferative disorder, collagen vascular disease, 
wound ^™°s"PP«ssion*** , or of potential for problemkic 

healing, as in peritoneal adhesions following surqerv, or 
ConditiSnl vessels after coronary angioplasty. 

which are identified as being associated with high levels 
fibrous* ' and/or proliferation of 

tissue are considered to cause ♦**tgf*** ***beta*** 

excess. 

Shi?h i^^^ection of sew produces an acute inflammatory response 

days. When"^^^^^^ detectable within hours and maximal in 3-5 

into a ***beta*** . is injected directly 

joint before ip administration of the SCW, inflammation at 

the ^^"""^ significantly below that observed in joints with 

irrelevant antibody. At the peak of the acute response, 
inflammation of anti- ***tgf*** -. ***beta*** ioint--; 
remains weed . joints 

Even if^^'^ below that of joints with the irrelevant antibody, 
when ■'"^"^^ injected with anti- ***tgf*** ***beta*** 

inflammation is well developed (day 13), anti- ***tgf*** 

***beta*** . still has a significant ***anti*** - 
antibody " effect, when compared to irrelevant 

Because s. beta. -RII also binds ***tgf*** -. ***beta*** 
early " "^^^ ^ similarly beneficial effect when given 

late in the inflammatory process. 

LI 4 ANSWER 8 OF 15 USPATFULL 
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' • ^° unique and lacrimal gland-specific. It also 

systemic^^*^ ^^^^ hormone effect is not linked to a generalized, 

these " ***inflammatory*** function. Building on 

rejectiSr method of the invention involves a 

of the classical therapeutic approach to. . . effects 

systemic administration. Furthermore, since the 
androgen- induced 

mediated"^^"^^^°" °^ lacrimal gland inf laimnation could be 
***growth***^^ induction of *** transforming*** 
***beta***^^jr*** • * ***TGF*** 

application*^^"*^ ***immunosuppressive*** compound, local 
same °^ ***TGF*** -. ***beta*** . should also have the 
effect. 

cytokine ' ' ^® through the control of epithelial cell 
described°**"''*'^°"' support of this hypothesis, as has been 

above, the ***anti*** - ** *inf lammatoryaction* * • of 
through ^" lacrimal tissue appears to be cediated not 

Moreoverr°^**°^^*^®^' "ther through epithelial cells, 

numerous^^*^^^^^^^ "^^^ ^" tissues are known to secrete 

cytokines, e.g., ***tgf*** -. -*beta*** . (137), and 



also 

the ^^"^ ^" exocrine sites as active cellular participants in 
addition^*"^"^" inf lanmation in Sjogren's syndrome (138). In 
and ^^^^ described below, androgens increase the nRNA 

cytokine^°^*^" levels of the ***iimaunosuppressive* ** 

***XGF*** - ***beta*** .1, in the lacrimal gland. This 
cytokine is thought to play a protective role in Sjogren's 
syndrome, and increased expression of ***tgf*** - 
**"beta*** 

rr has-been- correlated with reauced"Inflaicaation in " 

3 3 J. .1 V3 jry 

the of Sjogren's syndrome patients (129). In contrast, 

prlnounSf"" °' -^TGF*- *-beta*- . 1 leads to a 

glands infiltration into both lacrimal and salivary 

(139) , 

tilsue ' * ■ regulation of immune function in this 

RT-PCR ^^^^^ studies, which were conducted with high stringency, 
^ procedures, demonstrated that ***tgf*** ***beta*** 
^' •••TGF*** -. ***beta*** .2, ***tgf*** -. ***beta*** 
IL-6, TNF- alpha, and IL-l.alpha, mRNA may be detected 
lacrimal°"^^^ ^" lacrimal glands, as well as in isolated 

corolla?^^''^'' epithelial. . . of male and female rats. As a 
mice ^^^^^ studies, whether lacrimal glands of autoimmune 

as well""^^^" niRNAs for ***anti*** - ***inf lammatory*** , 
research^ P''^"^"^ ^*°^»tory, cytokines was also examined. This 

which was performed with high stringency RT-PCR 
techniques, showed 

IL-6 ^^^^ ^^"^ IL-1. alpha., IL-l.beta., IL-2 receptor, 

detelted**^'''"" ^^^^^^a-* . and TNF-. alpha, may be 

consistently in lacrimal glands of autoimmune female 
WKL/ipr mice. 

The identity of these amplified products. 
^ll^ ... in lacrimal tissues of normal rats and autoimmune 

stimulate ^^^^^ results demonstrate that androgens 

and accumulation of ***tgf*** -. ***beta*** .1 mRNA 

J protein in the lacrimal gland. ***tgf*** -. ***beta*** 

turn, is known to exert profound *** immunosuppressive*** 

activity, including the inhibition of T and B cell 
proii reration, 

cytotoxic T cell generation, natural and 
lymphokme-activated 

down ^^^^^"9' • • production, and is believed to 

syndrom"^""'"^^^ inflammation in exocrine glands in Sjogren's 

(129,139,140). Consequently, the androgen-induced increase 

***TGF*** -. 
lymphocytic 

infiltration and to attenuate IL-1 and TNF-. aloha 
production in 

the lacrimal gland. These hormonal effects. 
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accompanied by P'^^^^^"^ ^"^^^ behavior were 

growth ^he expression of genes implicated in 

(e g angiogenesis, and *** immunosuppression*** 

nc-^n TGF. alpha., HbF, and ***tgF*** ***beta*** 2) 

• ■ • athymic mice. Molecular analysis of brain* and 
decline '"^"^'^^ ^^^ prostate cancer cells revealed marked 

in the production and secretion of ***tqp**+ 
***beta*** 

a protein implicated in growth control, angiogenesis, and 

exhibited • prostatic 2ells 

decreased proteolytic activity mediated bv 
urokinase-plasminogen 

man activator, a molecular marker of disease progression in 

DETD The malignant prostatic cell lines exhibit numerous 
abnormalities 

autocriie ^^"^ expression, including increased production of 
) and ^"^^ growth factor- .beta . ( ***tgf*** -. ***beta*** 
(uPA) activity of urokinase plasminogen activator 

been °^ ""^^ ***TGF*** ***beta*** . family have 

implicated in tumor growth control, angiogenesis, and 
protease ' contrast, is a serine 

lamina ^" degradation of extracellular stroma and basal 

i structures, with the potential to facilitate tumor 
invasion and 

effect of interest, therefore, to examine the 

express?ln"f^^ '^^^^^^^^ - ^^^eta*** . and uPa 

after 72**^ Prostatic tumor cells. Northern blot analysis of PC3 



*beta*** .1 could act to suppress 



***beta***'^^^?^^^ revealed a decrease in ***TGp*** _ 

oRNA levels; the effect was specific for ***tgf*** - 

*.*T§F***' -"^ ?o jS^"9e in the expression of 

'■^t •*beta*** .1. The decrease in •**tgf*-- 

increase******^**** accompanied by approximately a twofold 

treated^" ^^""^^^ °^ previously observed in 

human leukemic. 
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DETD . profound changes in tumor behavior were 

accompanied by 

growth expression of genes implicated in 

(e g angiogenesis, and ** *immunosuppression* * * 

TGF. alpha., HbF, and ***xgf*** - •**beta*** 2) 
horT;nn; f thymic-mice . Molecular analysis of brain'and 
decline ^ ^ ^""^ prostate cancer cells revealed marked 

^^^^ in the production and secretion of ***tGF*** 
**beta*** ., 

?*?f2if^" in^licated in growth control, angiogenesis, and 
exhibited • Treated prostatic ?ells 

decreased proteolytic activity mediated bv 
urokinase-plasminogen ^ 
man. ^*^*^i^ator, a molecular marker of disease progression in 

^nSrmami?^''^""' prostatic cell lines exhibit numerous 

autocriiS ^^"^^ expression, including increased production of 

tumor growth factor- .beta . ( ***tgf*** - ***beta*** 
.) and * o 

(UPA). activity of urokinase plasminogen activator 

been ^ °^ ""^^ ***TGF*** ***beta*** . family have 

implicated in tumor growth control, angiogenesis, and 
protease ' ^" contract, is k serine 

lamina degradation of extracellular stroma and basal 

invasiorind*"""^' ""^^^ potential to facilitate tumor 
effect ^'^ of interest, therefore, to examine the 

express?L^L'^ °" - ^^^^ta*** . and uPa 

after 72*^^ Prostatic tumor cells. Northern blot analysis of PC3 

h treatment revealed a decrease in ***tgf*** - 
***beta*** .2 

mRNA levels; the effect was specific for ***tgf*** - 
***5rF*rr *^ ff^i*"!^?**^^ "° change in the expression 'of 
i^i! -. ***beta*** .1. The decrease in ***xgf*** 

increase**^^*^^*** accompanied by approximately a twofold 

treated^" levels of HLA-A3 mRNA, as previously observed in 

human leukemic . 
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DETD . profound changes in tumor behavior were 

accompanied by 

growth ^" the expression of genes implicated in 

(e g ^^"'^^o^' angiogenesis, and ***immunosuppression* ** 

DFTn ' ^^^•^^^^^■tK"*'^ ***TGF*** -. ***beta*** .2). 

hnr;n«; .ff^i"" Molecular analysis of brain and 

decline "^ ^^^ prostate cancer cells revealed marked 

^^^^ the production and secretion of ***tgf*** 

***beta*** ,, 

implicated in growth control, angiogenesis, and 
exhibited ■ T^e^ted prostatic cells 

decreased proteolytic activity mediated bv 
urokinase-plasminogen 

man. ^^^ivator, a molecular marker of disease progression in 
abJSrmaliti^^^^"''"^ prostatic cell lines exhibit numerous 
autocrine expression, including increased production of 

) and growth factor- .beta . ( ***tgf*** ***beta*** 

(UPA) activity of urokinase plasminogen activator 

been the ***TGF*** *-beta*** . family have 

implicated in tumor growth control, angiogenesis, and 
protease ' contrast, is a serine 

lamina ^""^^''^^ ^" degradation of extracellular stroma and basal 
invaslon'anS'"'"' "''"^ Potential to facilitate tumor 
effect "^^^^^^^^^^^ ^t was of interest, therefore, to examine the 

express?oV?n'" °" - ' 

after 72^^ Prostatic tumor cells. Northern blot analysis of PC3 

. h treatment revealed a decrease in ***-rGF*** - 
••♦beta*** .2 

mRNA levels; the effect was specific for ***tgf*** - 

ff^J**!*"* ^° change in the expression of 
itit -. ***beta*** .1. The decrease in ***tgf*** 

***beta*** .2 was accon^anied by approximately a twofold 



increase 

treated^" levels of HLA-A3 mRNA, as previously observed in 
hunan leukemic, 

LI 4 ANSWER 12 OF 15 USPATFULL 
PI US 5635532 970603 

< — 

DETD • - ^- profound changes in tunrar behavior were 
accompanied by 

alterations in the expression of genes implicated in 

growth 

^ control '_a*^iogenes is, and * * * immunpsuppressi.on* * _*_ 

TGF. alpha., HbF, and ***tgf*** -. ***beta*** 2) 
DETD . . athymic mice. Molecular analysis of brain 'and 

i nonnone-refractory prostate cancer cells revealed marked 

in the production and secretion of ***TGF*** 
***beta*** ., 

a protein implicated in growth control, anglogenesis, and 
exhibited * Treated prostatic Sells 

decreased proteolytic activity mediated bv 
urokinase-plasminogen 

activator, a molecular marker of disease progression in 

DETD The malignant prostatic cell lines exhibit numerous 
aonormaXities 

in gene expression, including increased production of 
autocrine 

tumor growth f actor-. beta. ( ***tgf*** ***beta*** .) 

(uPA) ^^^^^^^^ activity of urokinase plasminogen activator 
been "^'^^^ °^ **^TGF*- *-beta*** . family have 

implicated in tumor growth control, angiogenesis, and 
protease ' contrast, is a serine 

involved in degradation of extracellular stroma and basal 

1. am J. nd 

structures, with the potential to facilitate tumor 
invasion and «.Lmiwi 

effect " of interest, therefore, to examine the 

of NaPA on ***tgf*** ***beta*** . and uPa 

expression m 

after 72^^ Prostatic tumor cells. Northern blot analysis of PC3 
^ treatment revealed a decrease in ***tgf*** 

mRNA levels; the effect was specific for ***tgf*** - 
inSrr*!** ?° change in the expression *of 

TGF*** -. ***beta*** .1. The decrease in ***tgf*** 

ir.r,^^^/**^^^^*** accompanied by approximately a twofold 

treated^" levels of HLA-A3 mRNA, as previously observed in 

human leukemic. 
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DETD • • ^- profound changes in tumor behavior were 
accompanied by 

alterations in the expression of genes implicated in 

growth 

(e g angiogenesis, and ***immunosuppression** * 

TGF. alpha., HbF, and ***tgf*** ***beta*** 2) 

• • • athymic mice. Molecular analysis of brain *and 
decline prostate cancer cells revealed marked 

in the production and secretion of ***tgF*** 
***beta*** ., 

a protein implicated in growth control, angiogenesis, and 
exhibited * Treated prostatic cells 

decreased proteolytic activity mediated bv 
urokinase-plasminogen ' 
man activator, a molecular marker of disease progression in 

DETD The malignant prostatic cell lines exhibit numerous 
abnormalities 

autocrine ^^^^ expression, including increased production of 
) and growth factor- .beta . { ***tgf*** -. ***beta*** 

(UPA) ^^^""^^^"^ activity of urokinase plasminogen activator 
been °^ *-tgf*** -. ***beta*** . family have 

implicated in tumor growth control, angiogenesis, and 
protease • contrast, is a serine 

lamina ^" degradation of extracellular stroma and basal 

structures, with the potential to facilitate tumor 
invasion and 

effect " '^^s of interest, therefore, to examine the 

of NaPA on ***tgf*** -. ***beta*** . and uPa 
expression in 

after 72^^ P^^ostatic tumor cells. Northern blot analysis of PC3 

h treatment revealed a decrease in ***tgf*** 
***beta*** .2 

mRNA levels; the effect was specific for ***tgf*** - 

-2 tLi^!''!*!'^^ "° "^^^""^^ ^" the expression'of 
*beta*** .1. The decrease in ***jgf*** 

increase* accompanied by approximately a twofold 
treated^" levels of HLA-A3 mRNA, as previously observed in 
human leukemic. 

capacity * ' ™' decline in invasive 

(see FIG. 39); and (c) profound inhibition of expression 



of 

protein****^^** *"*=*«ta*** .2, coding for a l2.5-kD 

implicated in glioma autocrine growth, angiogenesis, and 
NaPA '^"^^-^"^""^ -immunosuppression*** S?ner|y be^Seen 
^ and LOV could be due to the ability of each to block the 

pathway at distinct. . . 
?e55latJ?y ' '-beta*** . autocrine growth 

nervous^- -^""^-^ ~- ^''"^^^ J^^erest in primary centra L _ 

produced^by^ tumors. This pluripotential growth regulator is 
Bressle?*J^ primary malignant astrocytoma tissue (Clark wc, 
central***"^^^*** " *****^ta*** .-like activity in tumors of the 
Barett "^^''^"^ system. J Neurosurg 68: 920-924, 1988; Samuels V, 
and by ^^ochman Set al.:. . . Pathol 134: 895-902, 1989) 
RJ, lines derived from such tumors {Jennings MT, Macina 

***TGF***''''" ^ ***TGF*** . ***beta*** .1 and 

grade and**'®^^*** ^""^ potential growth regulators for low 

SSii;???^!^ ^^^^ evidence in support of an 

The ^^tocrine hypothesis. Int, J. Cancer 49: 129-139, 1991). 

cells ***^^^°S"PP«ssive*** effects of malignant astrocytoma 

linked tS lyn^hocytes in vitro has been convincingly 

partially**^^^*** ' ***beta*** . production and can be 

neutralized by antibodies against ***tgf*** 
***beta*** 

***TGF*** ***beta*** , has been shown to be a arowth 

Carver gliomas in vitro (Jennings MT, Macina RJ, 

• ***beta*** .1 and *-tgf*** . 
grade and ^^^^ potential growth regulators for low 

T^ii^^f"^ ^" "^^^^ evidence in support of an 

The role hypothesis. Int. J. Cancer 49: 129-139, 1991). 

regulltion'"^^ ***TGF*** . ***beta*** . pathway in growth 

malignant ""^^"^^^^^^stoma is less well established than for 

m^5n??J!^?«^' "^^^ antiproliferative effect of ATRA on Daoy 
"^^^ associated with increased 

secretion or 

***TGF****^*^^*** • ***beta*** .2 and with induction of 

***beta*** . receptor expression. Because the ***tgf*** 
important*^®^^*** * ^^^^^ factors plays such an 

focus ^^^^ biology of malignant astrocytomas, the initial 

has been. 
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^ture ^ P°^yP^Pti^« is provided that excludes (a) a full-length 
***TGF****'^-^*** ~" ***^eta*** . molecule or precursor 
precursor*^^^^*** ' ""^^^^"^^ °^ deletion variants of mature or 
1 to ^g***TGF*** -. ***beta*** . molecules in which from about 
of the ^""^^ residues have been deleted, (b) a polypeptide 

sequence:. . . the sequence: 
Arg-Asn-Leu-Glu-Glu-Asn-Cys-Cys- 

polypepUde^''^"^''°"^^"''^^''"^^^~^^P"^^^"^^^"^^"-'^^P-L^"' ^he 
conservld^^^^^^"^ ^" ^^^^ sequence that is based on 

sequences in the family of ***tgf*** - ***beta*** 
molecules. Such polypeptides are particularly useful 
coupled ^''^^^" ''^ ^ ^-immunosuppressive*** agents when 

CTTMM *^°***;^^^i!5.P^°*^^i"s °^ crosslinked to form polymers. 
n™s - ***beta*** . has been shoSn ^ hive 

neoplasti?"^^*'°''^ actions on a wide variety of both normal and 

***TGF***^^^* ^^""'^ studies indicate an in^ortant role for 

al ***^^ta*** . in cells of the immune system (J. Kehrl 

Acad,. ^' ^" = 1°^'' fl986]; H-J. Ristow, Proc. Natl. 

83:2438" ^^^c. Nail. Acad. Sci. U.S.A., 

Moreover^^^^'' ^' ^^^P^®^ Cancer Res., 46:2068 (19861). 

suppressor^oF** " described as a 

indicatiJ»g°''^"^ '^amma . , TNF-. alpha.) production, 

its use as an ***iromunosuppressant*** for treating 
166:571-576 ^""^ "^ (Espevik et al., J. Exp. Med., 

[1987J; European Pat. Pub. No. 269,408 published Jun. 1,. 
(Beutler^lnd** ^""^ " ^ promoter of cachexia 

...jQ^^^V^^' ^"9* ^' 316:379 [1987J). Further, 

fibroblast '**^^*^^*** • induces collagen secretion in human 
83:4167-417l"® (Roberts et al., Proc. Nat. Acad. Sci. USA 



(1986); Chua et al 

u^ul to ■ ' ^ ^^''^^ ^^^^^ °^ iinaune loodulators that are 

fluids or^^°^ diagnostic assays for the presence in patient 

proteins such as ***TGF*** - 
stiWM T„ ^ f V, antibodies to such proteins, 

SUMM^ In a stUl further embodiment, the invention comprises a 

for producing antibodies that neutralize 
• * * immunosuppressive* * * 

polypeptide*^"^ comprising immunizing an animal with the 
^ety"j;^^"*^^'^^^^"^^^s" t^ac^tias the seq^^ thi"x 
neutralize^**'^"^ antibodies generated by the polypeptide that 
preferably^^^^*^ *** immunosuppressive*** protein, 

or.^r. -^^TCF*** ***beta*** 

p^otein^ar*"* herein, the term " -^immunosuppressive* ** 
generater** ^'^ ^^'^'^^^^ that it is neutralized by antibodies 
to which^ polypeptide herein generally refers to the protein 

the polypeptide corresponds that exhibits 
polypeptide'^''"°^''^^""'^^**' activity. For example, a 
fuli-length^^®"^^"^ ^" internal, active sequence within the 
***TGF****'''-^*** ***^®^a*** . sequence would have 

to be • its ***immunosuppressive*** protein 

neutralized. 

those active" polypeptides herein are defined as 

against^"''^"^ ability to cross-react with antisera raised 
*-TGF* ***beta*** . (where native 

-, ***beta*** . is that which is obtained from platelets 
measure''^^*'' natural sources) . Immunological crossreactivity is a 
encompasi an''""^'^ ^''"^^ ^^^^^^^ ^'^^^ necessarily 
activitj^*'^''* doniain involved in *** immunosuppressive*** 
antibodies" " ^^^^^"^^ neutralizes monoclonal and polyclonal 
have ^^^^^'^ against a corresponding native protein known to 
***TGF***°^°^'''^^^''^^''^^^"*'^'' activity, e.g., mature human 
***TGF*** ***beta*** other indications, specific for the 
peptide"' • Polypeptide herein, include whether the 

fibroblasts"^^^^^ release of PGE2 by IL-1 treated human 

**IEK^£^f®^ "^^^^ binding of full-length ***tgf*** - 
beta ** . to its receptors, or acts as an 
in an ^^^^nosuppressive*** agent either in vitro or in vivo 

that the"^"*^^ '^^^ ^^"^^ involves determining 

monomeric. 

DETD Since the polypeptides herein are, in general, related to 
***immunosuppressive*** proteins, they are also Sslful 

imunogens to elicit antibodies capable of blocking the 
caused by ^^^o^W^essive*** activity associated with or 
***TGF***^^- ***^°™"'^°="PP^essive*** proteins, e.g., 
neoplasUc^or^*** ^^^^^^ ^"^^ activity include 

viral disorders. For making immunogenic peptides capable 
proteins^^^^^^"^ antibodies to the ***immunosuppressive*** 

the polypeptides are typically not 
* * *immunosuppressive*** , 

are because they are in monomeric form or because they 

^"S^f^^^.^® ^^is modification can be performed by 

polypeptide """^ """^^ °^ ^^^^^ ^^^hin the^ 

polymer sequence to obtain non- *** immunosuppressive*** 
acids of the polypeptides. The proper amino 

substitStioS^''!*^"" '^''^^ '^'"p^y ^^^^"^ t»^^ 
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Suture ^ P°^yP^P*^i«*e is provided that excludes (a) a full-length 
***TGF****^-^*** ^^^'^eta*** . molecule or precursor 

precursor**^^^^*** * molecule or deletion variants of mature or 
1 to jQ***'^^^*** ***beta*** . molecules in which from about 

of the ^"^"^ residues have been deleted, (b) a polypeptide 

sequence:. . . sequence: Arc 
Asn-Leu-Glu-Glu-Asn-Cys-Cys-Val- 

polypepUde^""^^""^^''^^^"'^*''^^^"^^"^^"-^P-^«"' ^^i^ 
conserved"^^^^^"^ ^^^^ sequence that is based on 

sequences in the family of ♦**tgf*** - ***beta*** 
?SiJf"^^f; polypeptides are particularly useful 

coupled "^*"'^"^^y ^-immunosuppressive***^ agenJs when 

sum '°*"^GF"*^"'"*^^f.^f??'^^"^^^ i° polymers. 

***beta*** . has been shown to have 



numerous 

neoplastfr^^''"^^ ^'''''""^ °" ^ "^^^ ^^^^^^^ °^ *>°th normal and 
***YGF***^^^' studies indicate an important role for 

et al.,'" ***^^^^*** • in cells of the immune system (J. Kehrl 
Acad..'^: 163:1037 [1986J; H-J Ristow, Proc. Natl. 

tI986J;'^' "^^^"^ '^^^^ Sci- " S-A., 83:2438 

suppressor of ' ^^^^ ' described as a 

indicatiXr*"^"^ **'^" TNF-. alpha.) production, 

its use as an ***immunosuppressant*** for treat ina 

571-576 (Espevik et al., J. Exp Se5 ?66: 

Feb.*^^^^'' P*^- No. 269,408 published June. . 

Cerami,^N4w^^^^*' ^""^ ^® * promoter of cachexia (Beutler and 

-^S* ^''^ (1987]). Further, ***tGF**- -. 
fibroblast • induces collagen secretion in human 

4167-417?^''""^ (Roberts et al., Proc. Nat. Acad. Sci. USA 83: 

(1986); Chua et. . . 
S^ul to * ' ^ ^"^^^^ °^ immune modulators that are 

fluids ^l^'^^'^P diagnostic assays for the presence in patient 

lllij^^o^^PP^essive*** proteins such as ***tgf*** - 
qilHM Tn . ltiV^ ^•'^2'' antibodies to such proteins. 
Sod ^ ^"^^^"^^ embodiment, the indention comprises a 

for producing antibodies that neutralize 
* * *immunosuppressi ve* * * 

polypeptide®^"^ comprising immunizing an animal with the 
moiety ind"^"^"®"* ^^''"'^ sequence containing the X 

neutralize^ ^'"'"^ antibodies generated by the polypeptide that 
preferably^^^^*^ ***iirtmunosuppressive*** protein, 

***TGF*** -. ***beta*** 
pro?ein^af herein, the term " ■***immunosuppressive*** 
generated®*^ ^" context that it is neutralized by antibodies 
to which^ polypeptide herein generally refers to the protein 

the polypeptide corresponds that exhibits 
polypeptide"^"""*'"^^""'^^*** activity. For example, a 
full-leSgt"""^^"^ ^" internal, active sequence within the 
***TGF****'^?'"*'* ***beta*** . sequence would have 

to be • its *** immunosuppressive*** protein 

neutralized. 

?hose "^^°^°9^"^iy active" polypeptides herein are defined as 
against*"^™^ ability to cross-react with antisera raised 
***TGF****'^''^ ***TGF*** -. ***beta*** . (where native 

-. ***beta*** . is that which is obtained from platelets 
^ other natural sources). Immunological cross-reactivity is 

necessarily"" °^ ^ ^^"^^^ ^''^^''^ epitope and does not 

encompass an active domain involved in 
* * * immunosuppressive* * * 

activity. 

antibodies' ' ^^^^^^^ neutralizes monoclonal and polyclonal 
have ""^^^^"^ against a corresponding native protein known to 
***TGF***°^°^^''*^^*^®"^^"^^'' activity, e.g., mature human 
***TGF*** ***^eta*** .. other indications, specific for the 
peptide'' ***^«ta*** . polypeptide herein, include whether the 
fibroblasS"^^''" release of PGE2 by IL-1 treated human 

*?JK^5®f!? "^^^^ the binding of full-length ^^tgf*** - 
***beta*** . to Its receptors, or acts as an 
in an iini^unosuppressive*** agent either in vitro or in vivo 

that the"^""^^ ^'^^'^ ^^^P' involves determining 

nranomeric . 

DETD Since the polypeptides herein are, in general, related to 
***immunosuppressive*** proteins, thiy are ^Iso usl?ur 

immunogens to elicit antibodies capable of blocking the 
caused ;;*^™°suppressive*** activity^ssociated SuS^or 
***TGF***''^- ***i"^"^osuppressive*** proteins, e.g., 
neoplasU^o^^*** " activity include 

viral disorders. For making immunogenic peptides capable 
proteinl^^'"'^''""^ antibodies to the ***immunosuppressive*** 

the polypeptides are typically not 
•♦♦immunosuppressive*** , 

either because they are in monomeric form or because they 

SSbstitntfL^onr- '^^^^ niodification can be performed by 
polypeptide ^ ° "^""^ ^'^i^s within the 

polymer sequence to obtain non- ***immunosuppressive*^* 
immunogenic forms of the polypeptides. Th2 p^SpS'i^Lo 



acids to 

substitStW^^"^ tested simply by making the 
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... NO, and also decreasing the levels of PGEs. In 
immune **^^"^P^^^P^ "^"^ant mouse, NOS inhibitors prevent anti-DNA 
intensity"*^" ^""^ ^^^glomerulonephritis*** , and reduce the 
?^9?S5J^!°[^9?['^"''" (Weinberg et al., j. Exp. Med. 
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?Uheimer's ' ' diabetes, arthritis, asthma, 

cirrhosis^^^^^' Parkinson's disease, multiple sclerosis, 
pancreatitir^^^ rejection, encephalomyelitis, meningitis, 

peritonitis, vasculitis, lymphocytic choriomeningitis, 

infi.mmlM?i°''^''"^°"^P^''^^"*** ' uveitis, ileitis, liSer 
inriammation, 

^yj.^ inflammation, hemorrhagic shock, anaphylactic shock, 

infection (including bacterial, viral, fungal and 
parasi tic 

infections), hemodialysis,. 
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2fth ■ • ■ (1) non-malignant disorders associated 

inflammatS?^^^^ differentiation programs, autoimmunity and 
diseasef''^''^"^^' ^*^"' ^^^""3*^°^^ arthritis, Castleman's 
uveitis"""^"^^^^ proliferation, ***glomerulonephritis*** , 
bowel, autoimmune diseases such as lupus, inflammatory 

cell ^ diabetes, vasculitis, and several skin disorders of 

differentiation. 
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2ith ■ ■ ' ^"^^"^^"9 (1) non-malignant disorders associated 
inflamattS?^^^ differentiation programs, autoimmunity and 
disease^'^^"^^^^' arthritis, Castleman's 

uveitis""^^^"^^^^ proliferation, ***glomerulonephritis* ** , 
bowel, autoimmune diseases such as lupus, inflammatory 

cell ^ diabetes, vasculitis, and several skin disorders of 

differentiation. 
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DETD . . . including (1) non-malignant disorders associated 
inflammSS??^^^ ^^^^ ^^^"tiation programs, autoimmunity and 
disease^''^"^^"' ^^^^^^^^o^d arthritis, Castleman's 

uveitis?"^''^^^^ proliferation, ***glomerulonephritis*** , 
bowel, ^^P^^®' autoimmune diseases such as lupus, inflammatory 
cell ^ diabetes, vasculitis, and several skin disorders of 

differentiation. . 
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I' ' involved in various diseases and symotoms of 

lung, ^^*=»««PP«ssion in a cancer patient or the liSSf f^rold 

sclerodeSI'^or''''''^"^' '-glomerulonephritis*** , 
fibroblasts^^"^" *'=t= °" 5^th muscle cells, 

CI^ ^ll\t'iltllr^ll:'''' ''''^^ • • 

proton,* stid ^^^""^ contains about 18 to 38% by weight of 

disease or condition being fibroid lung, hepatic fibrosis 
>**glomeriiionephritis***' , or scleroderma: '^ 

LIS ANSWER 7 OF 15 USPATFULL 
PI US 5693607 971202 
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c^e * " ■ "^^^^^^^ ^^^^^ proteins. Thus, TGF-.beta. can 
nephropfthJ°"^ """^"^ accumulate. For example, in diabetic 

, human mesangial proliferative 

***glomerulonephritis*** , 

importaS*'*' f ibroprolif erative diseases, a prominent and 
matrix P*'^°^*=*9ical feature is the accumulation of mesangial 

(Mauer et al. (1984) J. . . 
fUuserSS'''*^'' 346:371-74, found that 

wfi?^*^ TGF-.beta. suppressed experimentally induced 
mesangial " "^^ ^^ ^^ ' "^^""^ characterized by 

proliferation. Border et al. reported that the antibodies 

ciTivM I^^ZC**^^^' '^^i*^*^ ^'^^^ raised in rabbits. . . 

SUMK Another way of suppressing TGF-.beta. in experimental 

with *9l°"«^"i°"ePhritis*** in rats, which is associated 

excreted^^"'^^*"^'^ excess, was a low-protein diet. Both the 
diiMM "itrogen and the expressed TGF-.beta. 1. . 
further' ' ' hepatic, intraocular and pulmonary fibrosis. In a 
administS^ed'?r'' ^GF-.beta. receptor fragment is 

. patients with diabetic nephropathy, 
***glomerulonephritis*** , 

liver P^°^^^^^^tive vitreoretinopathy, rheumatoid arthritis, 

cirrhosis, and biliary fibrosis, 
present* * " ^^^"^^tration of s.beta.-RII fragments of the 

™2nf?«n2H ^® "^-^^ i"" f ibroprolif erative disorders. As 
mentioned above, animal models of 
* * 'glomerulonephritis* * * 

blocking^''^ results with anti-TGF- .beta . antibodies 

deliver^''"^^ TGF-.beta.. These antibodies will be difficult to 

adS?n?^»^^^ • J^""^' t)e preferable to 

close ^^^^^^^^'^ ^ i°^er molecular weight, native protein or 

analog, such as s.beta.-RII, in * * ^glomerulonephritis* ** 
but are*^^"^®^ diseases associated with TGF-.beta. excess include, 
-*glome?Slonep^r?t^si**'''"^'"' proliferative 
nephrop^tS"^""''^ '-glomerulonephritis-* , diabetic 
patients^"^^ interstitial fibrosis, renal fibrosis in transplant 
These ""^''^"^ cyclosporin, and HIV-associated nephropathy. 

conditions are associated with 
a5!?nistratiSn'in^''^'''"''^" preferred mode of 

***glomerulonephritis*** , liver cirrhosis, 
immunosuppressive iinu^is, 

trypanosoSal^^°"^ ^^^^^ "^''^^ infections, AIDS and 

progressivl^^^°''^*' ^""^ widespread skin diseases (such as 

S-TG?^^^"^''*' s.beta.-Rll is compared with that of 

Experimental""*^ ^ '-glomerulonephritis*** model. 

single ***^^°®«^"l°*^ephritis*** can be induced in rats with a 

mesangial^^''*'^°" °^ antithymocyte serum because the glomerular 

exierim^St^?^LfI;y■^^ epitope on their surfaces. The 
experimental lesion is acute mesangial proliferative 

expansi;;^^""""'°"^^'^^^^^*** - ?hara?terize5'£r 

cells alsl "^^=^"5^^^ ^^^^^^ hypercellularity. The injured 

nu-^n |*P«ss more TGF-.beta. 1 mRNA and. . . 

DETD First, * * *glomerulonephritis* * * is induced in rats by 
six days?*^^^''^"°"^ injection of antithymocyte serum. Next, for 

three groups of rats are. . . 
acid-Schiff * Jtidneys, which are stained with periodic 

negative°^"^^"" emphasize the pathological changes. The 
with kidneys have full-blown * **glomerulonephritis- * * 

the '^e'idish-pink amorphous fibrous material filling most of 

pattern^^'"^"''^"^' "^^^ positive control kidneys have a staining 

which is, 
cm What is claimed is: 

disorde?* °^ "^""^ ^ wherein said f ibroproliferative 

is selected from the group consisting of diabetic 



nephropathy/ 

•**gloiaerulonephritis*'* , proliferative 
vitreoretinopathy, liver 

cirrhosis, biliary fibrosis, and myelofibrosis. 

LIS ANSWER e OF 15 USPATFULL 
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DETD . . . s., Goodman, j. R., and Siiteri, P. K., Effect of 

castration and sex-hormone treatment on survival, 
anti-nucleic 

rvr™^£2^^ -"^ ibodies, and * *lgloinerulonephritis.* *_* _ -ia 

hzb/nzh ri 

nice. J. Exp, Med. 147:1568-1583 (1978). 
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DETD 
with 

abnormal differentiation programs, autoimmunity and 
inflammatory 

processes, e.g., rheumatoid arthritis, Castleman's 
disease, 

mesangial proliferation, 
uveitis. 



including (1) non-malignant disorders associated 



***glomerulonephritis*** , 
sepsis, autoimmune diseases such as lupus, inflammatory 

bowel, 

type I diabetes, vasculitis, and several skin disorders of 

differentiation. 
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cell 



DETD 
with 



disease 

1 

uveitis. 



. including (1) non-malignant disorders associated 
mal differentiation programs, autoimmunity and 
processes, e.g., rheumatoid arthritis, Castleman's 



mesangial proliferation, 



* ^glomerulonephritis* * * 



bowel ^"toimmune diseases such as lupus, inflammatory 

type I diabetes, vasculitis, and several sJcin disorders of 

differentiation. 
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cell 



DETD 
with 



disease. 

1 

uveitis 
bowel 
cell 



. including (1) non-malignant disorders associated 
[Hal differentiation programs, autoimmunity and 
processes, e.g., rheumatoid arthritis, Castleman's 
mesangial proliferation, ***glomerulonephritis*** , 
sepsis, autoimmune diseases such as lupus, inflammatory 
type I diabetes, vasculitis, and several skin disorders of 
differentiation. 
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DETD 
with 



. . - including (1) non-malignant disorders associated 

abnormal differentiation programs, autoimmunity and 
latory 

processes, e.g., rheumatoid arthritis, Castleman's 

mesangial proliferation, ***glomerulonephritis*** , 

sepsis, autoimmune diseases such as lupus, inflammatory 

type I diabetes, vasculitis, and several skin disorders of 

differentiation. 
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• • ' of inhibiting may be used in a subject having any 

or the 

following pathologies: rheumatoid arthritis, Castleman's 



infl, 

disease" 

1 

uveitis 

bowel, 

cell 



disease, 

mesangial proliferation, 
uveitis. 



***glomerulonephritis* 



sepsis, automimmunity inflammatory bowel, type I diabetes 
vasculitis and a cell differentiation associated skin 
disorder. 

The inhibition, of course,. 

of inhibiting may be used in a subject having any 



DETD 
of the 



DETD 
with 



^following pathologies: rheumatoid arthritis, Castleman's 

^^^^^^^B>«sangial proliferation, ^^'glomerulonephritis*** , 

sepsis, automimmunity inflammatory bowel, type I diabetes, 
vasculitis and a cell differentiation associated skin 
disorder. 

The inhibition, of course, . 

. including (1) non-malignant disorders associated 

abnormal differentiation programs, autoimmunity and 
inflammatory 

processes, e.g., rheumatoid arthritis, Castleman's 
mesangial proliferation, ***glomerulonephritis* ** , 
sepsis, autoimmune diseases such as lupus, inflammatory 
type I diabetes, vasculitis, and several skin disorders of 
differentiation. 



disease 
uveitis 
bowel 
cell 



lupus erythematosus, rheumatoid arthritis. 
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DETD . . 
scleroderma, 

derma toayositis, polymyositis, unclassified connective 
diseases, 

autoimmune hemolytic anemia, idiopathic thrombocytopenic 
purpura, j r - 

autoimmune thyroiditis, polyarteritis nodosum, 
•'♦glomerulonephritis*** , uveitis, etc. 

—LIS —ANSWER- l-5-OF-i-5- -USPATFULL " " — 

PI US 5061786 911029 
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DETD 

scleroderma 

dermatomyositis, polymyositis, unclassified connective 
diseases, 

autoimmune hemolytic anemia, idiopathic thrombocytopenic 
purpura, 

autoimmune thyroiditis, polyarteritis nodosum, 
•'♦glomerulonephritis*** , uveitis, etc. 

=> file medline 



lupus erythematosus, rheumatoid arthritis. 
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( (TRANSFORMING (W) GROWTH ( 



L6 
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=> s 116 and 14 

277336 BONE 
19348 MORPHOGEN? 
1506 BONE (W) MORPHOGEN? 
1262 BMP? 
3474 OSTEOGENIC 
1019390 PROTEIN? 
66695 POLYPEPTIDE? 

113 OSTEOGENIC (W) (PROTEIN? OR POLYPEPTIDE^) 
L17 0 L16 AND L4 

=> s 116 and 15 

293 TGFBETA#S 
11091 TGF 
327114 BETA## 

8923 TGF(W)BETA## 
24093 TRANSFORMING 
467672 GROWTH 
1400980 FACTORS 
327114 BETA8S 
11190 ( TRANSFORMING (W) GROWTH (W) FACTORS) (lA) BETAS # 
1 LI 6 AND LS 



L18 

"> d au ti so 



LI 8 ANSWER 1 OF 1 MEDLINE 

5V c*,f**^?^^" ^' ^J^agawa H; Kuroda T; Hata S; Iwasaki Y; Nemoto 



K; Yamauchi S; Margolin S B; Shimizu F; Kurokawa K 
TI Pirfenidone prevents collagen accunulation in the remnant 
kidney in 

rats with partial nephrectomy. 
SO KIDNEY IKTERNATIONAL. SUPPLEMENT, (1997 Dec) 63 S239-43 

Journal code: KVC- ISSN: 0098-6577. 

=> d ab 

LIS ANSWER 1 OF I MEDLINE 

AB Pirfenidone (PFD) is a new compound that prevents and even 

reverses _ _ __ _ 

the extracellular matrix accumulation in several organs as 
shown by 

experimental and clinical studies. In the present study, we 
examined it ^ 

the effect of PFD (500 mg/kg daily in the food) on the 
progression 

of ***chronic*** ***renal*** ***f ailure*** 
in the 



(CRF) 



***TGF*** 



*beta* 



Levels of 
mRNA in C were significantly 



5/6 nephrectomy rat model. Proteinuria progressively 
increased in ^ ^ j 

rats with renal ablation (C) at 12 weeks. Urinary protein 
excretion ^ *^ 

in PFD-treated rats (P) was numerically lower than C, but 

the 

difference did not reach statistical significance. In 
contrast, in 

the chronic phase, PFD in^roved renal function and reduced 
collagen 

accumulation detected by hydroxyproline content {OH-Pro) in 

the 

cortex of the remnant kidney. Although creatinine clearance 
better^^^^^^ ^" ^' values in P were significantly 

at 10 and 12 weeks. The OH-Pro in C at 12 weeks was 
significantly 

OH-Pro^^^^'^ ^^^^ ^^^^ no-ablation, sham-operated rats, whereas 
^ in CRF was lower in (P) . Expression of mRNA for type IV and 

. ^. ^collagen in the cortex also increased in C, but it was 
inhibited in 

(P) . To study the role that 
plays in 

the regulatory process following CRF, we examined the 
expression of 

***TGF*** - ***beta*** mRNA in this model, 
cortical 

***TGF*** - ***beta* 
elevated at 

12 weeks. The increase was suppressed by PFD. These results 
demonstrate that PFD attenuates the development of CRF bv 
preventing *^ ^ 

collagen accumulation in this model, and suggest that PFD 
can be 

clinically useful for treating CRF. 
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